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Results from a second-line (2L) NSCLC cohort treated with M7824 
(MSB0011359C), a bifunctional fusion protein targeting TGF-β and 
PD-L1.

• Inhibiting the transforming growth factor β (TGF-β) pathway, which promotes tumor immunosuppression, 
may enhance the response to PD-(L)1 monoclonal antibodies (mAbs).

• Expansion cohort of phase 1 trial NCT02517398 progressed following 1L standard treatment .

• Randomized to receive M7824 500 mg (n = 40) or 1200 mg (n = 40) q2w . 80 pts.

• The primary objective is to assess BOR per RECIST v1.1; dose exploration and safety/tolerability assessment. 

• Tumor cell PD-L1 expression was evaluable in 75 pts (Ab clone 73-10 [ > 80% = > 50% with 22C3]).

• Results: Investigator-assessed unconfirmed ORR was 25.0% (500 mg ORR, 22.5%; 1200 mg ORR, 27.5%). 
ORR was 40.7% in PD-L1+ and 71.4% in PD-L1–high pts at 1200 mg. 

• Adverse events (TRAEs) were pruritus (18.8%), maculopapular rash (17.5%), and decreased appetite (12.5%). 
Grade ≥3 TRAEs occurred in 20 pts (25.0%). 6 pts (500 mg, n = 2; 1200 mg, n = 4) discontinued treatment 
due to TRAEs. No treatment-related deaths occurred. 

• Conclusions: M7824 monotherapy had promising efficacy across PD-L1 subgroups, with an ORR at the RP2D 
of 1200 mg of 40.7% and 71.4% in PD-L1+ and –high pts, respectively. Treatment was well tolerated.

Luis G. Paz-Ares. ASCO 2018 .Poster discussion. Abstract #: 9017
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Nivolumab (Nivo) + Ipilimumab (Ipi) vs Platinum-Doublet Chemotherapy (Chemo) as 
First-line (1L) Treatment (Tx) for Advanced Non-Small Cell Lung Cancer (NSCLC): Safety 
Analysis and Patient-Reported Outcomes (PROs) From CheckMate 227

Reck, M. ASCO 2018. Poster discusion. Abstract #:9020

CheckMate 227 (NCT02477826) is a phase 3 study of 1L nivo + ipi, nivo, or nivo + chemo vs chemo in advanced NSCLC 
with different levels PD-L1 expresion. randomized 1:1:1 to nivo (3 mg/kg Q2W) + ipi (1 mg/kg Q6W), nivo monotherapy
(240 mg Q2W), or chemo for pts with ≥1% tumor PD-L1 expression and to nivo + ipi, nivo (360 mg Q3W) + chemo, or 
chemo for pts with < 1% tumor PD-L1.



The study met its co-primary endpoint demonstrating significantly prolonged PFS with nivo + ipi vs chemo in 
patients (pts) with tumor mutational burden ≥10 mutations/Mb. 

Nivolumab (Nivo) + Ipilimumab (Ipi) vs Platinum-Doublet Chemotherapy (Chemo) as 
First-line (1L) Treatment (Tx) for Advanced NonSmall Cell Lung Cancer (NSCLC): Safety 
Analysis and Patient-Reported Outcomes (PROs) From CheckMate 227

Reck, M. ASCO 2018. Poster discusion



Nivolumab (Nivo) + Ipilimumab (Ipi) vs Platinum-Doublet Chemotherapy (Chemo) as 
First-line (1L) Treatment (Tx) for Advanced Non-Small Cell Lung Cancer (NSCLC): Safety 
Analysis and Patient-Reported Outcomes (PROs) From CheckMate 227

• Median duration of therapy was 4.2 mo with nivo + ipi and 2.6 mo with 
chemo. Rates of any grade and grade 3–4 TRAEs were 75% and 31% with 
nivo + ipi,      and 81% and 36% with chemo, respectively.

• TRAEs led to discontinuation in 17% of pts receiving nivo + ipi and in 9% of 
pts receiving chemo. Most frequent grade 3–4 select TRAEs in pts receiving 
nivo + ipi were hepatic (8%), endocrine (4%), skin (4%), pulmonary (3%), 
and gastrointestinal (2%). 

• Median time to onset of select TRAEs ranged from 2–15 wk, and the 
majority resolved with corticosteroid use (median time to resolution was 
≤10 wk). 

• Conclusions:In CheckMate 227, nivo + low-dose ipi was well tolerated in 
NSCLC.

Reck, M. ASCO 2018. Poster discusion



24-month overall survival from KEYNOTE-021 cohort G: 
Pemetrexed-carboplatin plus pembrolizumab as first-line therapy 
for advanced nonsquamous NSCLC.

Ryan D. Gentzler. . ASCO 2018. Poster dicusion. 

KEYNOTE-021 Cohort G

PD, progressive disease.
aRandomization was stratified by PD-L1 TPS <1% vs ≥1%. bIndefinite maintenance therapy with pemetrexed 500 mg/m2 Q3W permitted.

PD Pembrolizumab

200 mg Q3W 

for 2 years

Pembrolizumab 200 mg 

Q3W for 2 years

+

Pemetrexed 500 mg/m2 

+ Carboplatin AUC 

5 mg/mL/min Q3W for 4 cyclesb

Pemetrexed 500 mg/m2 

+ Carboplatin AUC 

5 mg/mL/min

Q3W for 4 cyclesb

R

(1:1)a

N = 123

Study Population

•Untreated stage IIIB or IV nonsquamous 
NSCLC

•No activating EGFR mutation or 
ALK translocation

•Provision of a sample for PD-L1 
assessmenta

•ECOG PS 0 or 1

•No untreated brain metastases

•No ILD or pneumonitis requiring 
systemic steroids

End Points

•Primary: ORR (RECIST v1.1 per blinded, independent central review)

•Key secondary: PFS

•Other secondary: OS, safety, relationship between antitumor activity and PD-L1 TPS

•No alpha allocated for updated analysis; all P values are nominal (one-sided P < 0.025) 

Cohort G of the phase 1/2 KEYNOTE-021 study (NCT02039674) evaluated pembrolizumab
(pembro) + pemetrexed and carboplatin (PC) vs PC in first-line advanced nonsquamous NSCLC



24-month overall survival from KEYNOTE-021 cohort G: Pemetrexed-
carboplatin plus pembrolizumab as first-line therapy for advanced 
nonsquamous NSCLC.

Ryan D. Gentzler. . ASCO 2018. Poster dicusion. 
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Progression-Free Survival 
(RECIST v1.1 by Blinded, Independent Central Review)

aP value is descriptive (one-sided P < 0.025).

Data cut-off: May 31, 2017.

Events, 

n/N

HR (95% 

CI)

Pembro + PC 26/60 0.54 

(0.33–0.88)

P = 0.0067aPC alone 40/63

Median (95% CI)

19.0 (8.5–NR)

8.9 (6.2–11.8)

57%

37%

52%

29%

With median follow-up of 10.6 mo, ORR (estimated treatment difference, 26%; P = 0.0016) and PFS 
(HR, 0.53; P = 0.010) significantly improved with pembro + PC vs PC. The HR for OS was 0.90 (95% CI, 
0.42‒1.91). 



24-month overall survival from KEYNOTE-021 cohort G: Pemetrexed-
carboplatin plus pembrolizumab as first-line therapy for advanced 
nonsquamous NSCLC.

Ryan D. Gentzler. . ASCO 2018. Poster dicusion. 
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1. Langer CJ, et al. Lancet Oncol. 2016;17(11):1497-1508. 2. Papadimitrakopoulou VA, et al. 2017. J Clin Oncol. 35(suppl): abstract 9094.
aP value is descriptive (one-sided P < 0.025). b24 additional deaths since primary analysis (pembro + PC, n = 7; PC alone, n = 17). 

Data Cut-off: August 8, 20161
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Data Cut-off: May 31, 2017

Median Follow-Up: 18.7 mo

Events, 

n/N
HR (95% 

CI)

Pembro + PC 20/60b 0.59 

(0.34–1.05)

P = 0.03aPC alone 31/63b
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No. at risk

77%
69%

70%
56%

Median (95% CI)
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Median Follow-up: 10.6 mo

HR: 0.90 (0.42–1.91); P = 0.39 

Median Follow-up: 14.5 mo

HR: 0.69 (0.36–1.31); P = 0.13a



24-month overall survival from KEYNOTE-021 cohort G: Pemetrexed-
carboplatin plus pembrolizumab as first-line therapy for advanced 
nonsquamous NSCLC.

• Results: 123 pts were randomized. As of Dec 1, 2017, median follow up was 23.9 mo (range, 0.8‒35.1 mo
• ORR was 57% with pembro + PC vs 30% with PC (P = 0.0016). 
• PFS was significantly improved with pembro + PC vs PC (HR, 0.53; 95% CI, 0.33‒0.86; P = 0.0049). Median 

(95% CI) PFS was 24.0 (8.5‒NR) mo for pembro + PC vs 9.3 (6.2‒14.9) mo for PC. 
• HR for OS was 0.56 (95% CI, 0.32‒0.95; P = 0.0151). Median (95% CI) OS was not reached (24.5 mo‒NR) for 

pembro + PC and 21.1 (14.9‒NR) mo for PC; 24-mo OS rates were 67% and 48%.
• Conclusions: After median follow-up of approximately 24 mo, the risk of death for pembro + PC vs PC was 

reduced by nearly half (HR, 0.56; nominal P = 0.0151) despite a high crossover rate among patients in the 
PC arm. 

Ryan D. Gentzler. . ASCO 2018. Poster dicusion. 



Health-related quality of life (HRQoL) in the KEYNOTE-189 study of 
pembrolizumab (pembro) or placebo (pbo) + pemetrexed (pem) + 
platinum (plt) for metastatic NSCLC.

Marina Chiara Garassino. ASCO 2018. Poster dicusion. Abstract 9021

In the double-blind, phase 3 KEYNOTE-189 study (NCT02578680), : 616 patients (pts) were randomized 
to pembro 200 mg Q3W or pbo for 2 y; all pts received pem + 4 cycles of carboplatin or cisplatin. 



Health-related quality of life (HRQoL) in the KEYNOTE-189 study of 
pembrolizumab (pembro) or placebo (pbo) + pemetrexed (pem) + 
platinum (plt) for metastatic NSCLC.

Marina Chiara Garassino. ASCO 2018. Poster dicusion. 

Pembro + pem + plt significantly improved OS and PFS over pbo + pem + plt as first-line therapy for 
nonsquamous NSCLC. Independent of PD-L1 expression 



Health-related quality of life (HRQoL) in the KEYNOTE-189 study of 
pembrolizumab (pembro) or placebo (pbo) + pemetrexed (pem) + platinum 
(plt) for metastatic NSCLC.

• Grade 3-5 drug-related AE rates were higher with pembro.
• The EORTC QLQ-C30 and QLQ-LC13 were administered at cycles 1-5, then every 3 cycles during yr 

1 and every 4 cycles during yrs 2 and 3. 
• Key PRO outcomes were change from baseline to wks 12 and 21 in the QLQ-C30 global 
• QLQ-C30 and QLQ-LC13 compliance was ~90% at baseline and wk 12 in both arms and was ~75% 

with pembro and ~63% with pbo at wk 21. 
• At wks 12 and 21, global health status/QoL scores were stable with pembro and decreased with 

pbo, with significantly greater decrement with pbo at wk 21 (Table). 
• The proportion of improved global health status/QoL was greater with pembro at wk 21 (30.1% 

vs 22.5%; P = .0496). Median time to deterioration in the composite of cough, chest pain, or 
dyspnea was NR with pembro (95% CI 10.2 mo-NR) vs 7.0 mo (95% CI, 4.8-NR) with pbo (HR 0.81; 
95% CI 0.60-1.09; nominal 2-sided P = .081).

• Conclusions: pembro + pem + plt maintained or improved HRQoL over pem + plt alone despite a 
higher grade 3-5 treatment-related AE rate

Marina Chiara Garassino. ASCO 2018. Poster dicusion. 



KEYNOTE: Phase 3 Study of Carboplatin-Paclitaxel/Nab-
Paclitaxel With or Without Pembrolizumab for Metastatic
Squamous NSCLC 

Luis Paz-Ares. ASCO 2018. ORAL
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KEYNOTE: Phase 3 Study of Carboplatin-Paclitaxel/Nab-
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4-year overall survival for patients with advanced NSCLC treated 
with pembrolizumab: Results from KEYNOTE-001.

• KEYNOTE-001, an open-label phase 1b study, evaluated pembro
monotherapy in treatment-naive or previously treated pts with 
advanced NSCLC (NCT01295827).

• In this study are reported a 4-y 

• 550 pts enrolled (treatment-naive, n = 101; previously treated, n = 449), 
median (range) follow-up was 46.5 (37.7–63.8) mo.

• Median OS was 22.3 mo (95% CI, 17.1–32.3) for treatment-naive pts 
and 10.5 mo (95% CI, 8.6–13.2) for previously treated pts.

• Kaplan-Meier curves for OS appeared to plateau after 42 mo for 
treatment-naive pts and 36 mo for previously treated pts. Increased PD-
L1 expression was associated with improved OS

• 52 pts Treatment-naive, PD-L1 1-49%: median OS: 19.5 months

• Conclusions: Pembro provides long-term OS benefit for both treatment-
naive and previously treated advanced NSCLC that expresses PD-L1. 

Enriqueta Felip. ASCP 2018.. poster



Pembrolizumab versus platinum-based chemoherapy as first line therapy
for advanced NSCLC with PD-L1 tumor proportion score (TPS) > 1%: Open 
label phase III Keynote-042 study

G Lopes. ASCO 2018. Plenary sesion. Abstract LBA4
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